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Enhanced MRI Predicts Ca Treatment Qutcome

BY BRUCE JANCIN

Denver Bureau

DENVER — Assessment of tumor mi-
crovasculature by dynamic contrast—en-
hanced MRI permits early prediction of
treatment outcome in patients with ad-
vanced cervical cancer, Nina A. Mayr,
M.D., said at the annual meeting of the
American Society for Therapeutic Radi-
ology and Oncology.

These dynamic contrast-enhanced
(DCE) MRI parameters provide significant
added predictive value beyond the current
preferred clinical prognostic factors, which
are tumor stage, histology, and nodal sta-
tus. Indeed, the MRI tumor microvascu-
lature data permit prediction of treatment
failure as early as 2 weeks into chemora-
diation therapy, enabling physicians to al-
ter treatment at midcourse in predicted
poor responders, said Dr. Myer, director of
the division of radiation oncology at Ohio
State University, Columbus.

DCE MRI assesses both the structure
and function of tumor microvasculature,
particularly at the level of the capillary ar-
terioles and in the extracellular interstitial
space. Dr. Mayr has been instrumental in
developing DCE MRI as a noninvasive
prognostic tool for advanced cervical can-
cer. The clinical prognostic factors physi-
cians have traditionally relied upon, she
stressed, simply aren’t informative enough.

“There’s still a fair amount of variability
with tumor stage and node status. Really,
in the individual patient, response remains
unknown. And once treatment fails, after-
the-fact options are very limited,” she said.

Dr. Mayr reported on 62 patients with
stage IIB-IV disease that was treated with
chemoradiation. They underwent DCE
MRI studies before treatment, then at 2
weeks into therapy after receiving 20-25
Gy of radiation, and midway through
therapy after having received 45-50 Gy.
Mean follow-up was 3.5 years.

DCE MRI'’s greatest predictive power
was at 2 weeks. Image signal intensity
proved to be the key variable. Patients
whose signal intensity was in the lowest
10% at 2 weeks had a 16-fold increased risk
of local recurrence. A residual tumor vol-
ume shown by DCE MRI to be in the up-
per 10% at 2 weeks also independently
predicted local recurrence, conferring a
7.3-fold increased risk.

These DCE MRI risk factors were more
potent than the traditional clinical vari-
ables. For example, positive nodal status
was associated with a 6.8-fold increased risk
of local recurrence, whereas a more ad-
vanced tumor stage conferred a 1.2-fold in-
creased risk.

For prediction of disease-free survival,
the clinical parameters showed 83% sen-
sitivity and 68% specificity. The MRI pa-
rameters had 92% sensitivity and 68%
specificity. The greatest predictive value
came when the imaging parameters were
employed in combination with the clinical
predictors, with resultant 100% sensitivi-
ty and 82% specificity.

Asked whether she would change a pa-
tient’s management in her clinical practice
based upon the DCE MRI findings 2 weeks
into therapy, Dr. Mayr replied, “T think at

this point we dare to suggest that because
the data are becoming more mature.”

“There are many options,” she said.
“You could intensify the radiation dose
with intensity-modulated radiotherapy or
the more novel brachytherapy techniques.
Or intensify the chemotherapy. Or if you
still have a poor response at the end of
treatment, I would even be so radical to
say maybe we should have an exenteration
at that point. So I think there are still
things you can do,” she said.

Discussant Gillian M. Thomas, M.D.,,
immediate past president of the Interna-
tional Gynecologic Cancer Society, sought
to place high-tech DCE MRI within the
global picture of cervical cancer.

Cervical cancer has become a problem
predominantly in developing countries. Al-
though there are roughly 12,500 new cas-
es per year in the United States, mainly in
indigent and/ or unscreened women, there
are 100,000 new cases annually in China.

“There are 2,555 abstracts in your meet-

ing program, of which only 38 relate to
cervix cancer. So something’s happening
to cervix cancer research in the world of
radiation oncology,” observed Dr.
Thomas, head of radiation oncology at
Toronto Sunnybrook Cancer Centre.

“T'd like to remind you that while we're
busy playing with our technology trying to
get tiny gains, 55 countries in Africa don’t
even have a cobalt machine. So the future
in cervix cancer is going to vaccines—that’s
a hugely exciting area,” she said. m
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* The most frequently reported adverse events associated with
the pharmacologic action of a muscarinic agonist (>10%
incidence) in clinical trials of cevimeline were: excessive
sweating, nausea, rhinitis, and diarrhea. Consult the brief
summary of prescribing information for other adverse events

« Cevimeline is contraindicated in patients with uncontrolled
asthma, known hypersensitivity to the drug, and in acute
iritis and narrow-angle (angle-closure) glaucoma

« Consult the brief summary of prescribing information for
safety considerations concerning drug interactions, special
- populations, patients with a history of cardiac disease,

t asthm_a,_clhronic bronchitis, COPD, nephrolithiasis,

* Special care should be exercised when cevimeline is taken

March 2004.

scale (VAS) (PF0.05).

by geriatric patients, considering the greater frequency of
decreased hepatic, renal, or cardiac function

* Cevimeline can potentially alter cardiovascular function.
Consult the brief summary of prescribing information
concerning these potential effects

« Caution should be advised while driving at night or
performing hazardous activities in reduced lighting

*IMS Health. National Prescription Audit Plus™ for the 6-month period ending

In 1 or more clinical trials, patients reported significant improvement for these
secondary end points at various measurement intervals using a visual analogue

#Statistical significance was not observed consistently for every secondary end
point at each point of measurement across all studies.

For more information about EVOXAC, visit www.evoxac.com
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